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GGCCTGACTACCAGAAAC ATG GCG ACC AGC GCT GTT CCA AGT GAA AAC CTT CCC ACA TAT 

MATSAVPSENLPTY 

AAA CTA GTA GTG GTG GGA GAT GGT GGT GTG GGC AAG AGT GCG CTC ACT ATT CAG TTT TTC 
KLVVVGDGGVGKSALTIQFF 

CAG AAG - ATC TTT GTG CCT GAC TAC GAC CCC ACC ATT GAA GAC TCC TAC CTG AAG CAT ACA 
QK I FVPDYDPTIEDSYLKHT 

GAG ATT GAC AAT CAG TGG GCC ATC TTG GAT GTT CTG GAC ACA GCC GGG CAG GAG GAG TTC 
EI D NQWAI LDVLDTAGQEEF 

AGT GCC ATG CGG GAA CAA TAC ATG CGC ACA GGG GAT GGC TTC CTC ATT GTC TAC TCC GTC 
SAMREQYMRTGDGFLIVYSV 

ACC GAC AAG GCC AGC TTC GAG CAC GTG GAC CGC TTC CAC CAG CTC ATT CTG CGT GTC AAG 
TDKAS FEHVDRFHQLI LRVK 

GAC AGG GAG TCA TTC CCA ATG ATC CTC GTG GCC AAC AAG GTG GAT CTG ATG CAC CTA AGG 
DRESFPMI LVANKVDLMHLR 

AAA GTC ACC AGG GAC CAA GGA AAA GAA ATG GCA ACC AAA TAC AAT ATC CCA TAT ATA GAG 
KVT RDQGKEMATKYMI PY I E 

ACC AGT GCC AAG GAC CCG CCT CTC AAC GTG GAT AAA ACC TTC CAT. GAC CTA GTT AGA GTA 
TSAKDPPLNVDKTFHDLVRV 

ATT AGG CAA CAG GTT CCA GAG AAA AAC CAG AAG AAG AAA AAG AAG ACA AAA TGG CGA GGA 
IRQQVPEKNQKKKKKTKWRG 

GAC AGG GCC ACC GGC ACT CAC AAA CTG CAG TGT GTC ATC TTG TGA CAG CCT GAA GCC CTG 
DRATGTHKLQCYIL* 

GGCATAGCAACCGTGAACTGCCAGCCCCTGGGACCAGCCCACTGCCTAACTGCACTGAGAACCACTTCTAACTACAGCC 
CTTGGCTCTTGGACTGGGCATTGGAAGGGAATGAGGGAGGAGGGGGCAGAAGCAGGCCGGGGCTGGCTTTGCTGCCTGT 
CCCAGGAGACAGGGCTACAGCTTCCAAACCTTTTGTGTGTTGACTGAGCCCAGTTCCCAGTCTCTTGGTGGGCTTGTTT 
CTTTTAACTCATAGGCTGGTTTGCTATGGAAGTGCTTACCCACATACAACGCACCAGACAAGCCATGAGCAAGCTTCCT 
CCCTGTCCCATCCCCAGTGTCTGAGCTCTTGTGTCTTTTGTAGATTTTTAAATTATTTGAGTAATGATTATTTTATTAA 
AGAGGTCTGTGCCCATTGCCTGCGAAGCCCCAAGTCTTTGGCAGACCTCTGATAAATGTCTGCA 
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p21 Ras MT EYKLWVGAGGVGKSALTIQLI 24 

i mini minimi 

M-Ras MATSAV PSENLP - -TYKLVVVGDGGVGKSALTIQFF 3 4 

II III mill llllllllllll 

R-Ras MSSGAASGTGRGRPRGGGPGPRDPPPGETHKLVWGGGGVGKSALTIQFI 50 



p21 Ras QNHFVDEYDPTIEDSYRKQWIQGETCLLDYLDTAGQEEYSAMRDQYMRT 74 

i ii minimi i ii n liiiiin mi inn 

M-Ras QKIFVPDYD PTIEDS YLKHTEIDNQWAI LDVLDTAGQEEFS AMREQ YMRT 8 4 

I II t I 1 1 1 I ! 1 1 i I III! minimi immi 

R-Ras QSYFVSDYDPTIEDSYTKICTVDGIPARLDILDTAGQEEFGAMREQYMRA 150 



p21 Ras GEGFLCVFAINNTKSFEDIHQYREQIKRVKDSDDVPMVLVGNKCDLAA-R 123 

Mill III Mill II Nil II I 

M-Ras GDGFLIVYSVTDKASFEHVDRFHQLILRVKDRESFPMILVANKVDLMHLR 13 4 

Mil I I III I MINN II N II II I 

R-Ras GNGFLLVFAINDRQSFNEVGKLFTQILRVKDRDDFPIVLVGNKADLENQR 15 0 



p21 Ras TVESRQAQDLARSYGIPYIETSAK-TRQGVEDAFYTLVREIRQHKLRKLN 172 

ii ii mmm i i m m i 

M-Ras KVTRDQGKEMATKYNI P YIETSAKDPPLNVDKTFHDLVRVIRQQVPEKNQ 184 

M Mill till I IN I 

R-Ras QVLRSEASSFSASHHMTYFEASAK-LRLNVDEAFEQLVRAVRKYQEQELP 19 9 



p21 Ras PPDESGP GCMSC- - -KCVLS 189 

I I 

M-Ras KKKKKTKWRGDRATGTHKLQCVTL 208 

I II I 

R-Ras PSPPSAPRK* -KDGGC PCVLL 218 
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Figure 4 



CGGCGGCGACGCTGCCTCCTCACCGGCGCAGGCTAGGAGGGGGCGG 



46 



CCTGAGTGCCGTAGCCGAGCCGGGGCTGGAGCGCGCGGTCTGACCTACGAGAAAC ATG GCA ACC AGC GCC GTC 120 

MATSAV 6 

CCC ACT GAC AAC CTC CCC ACA TAC AAG CTG GTG GTG GTG GGG GAT GGG GGT GTG GGC AAA 180 

PSDNLPTYKLVVVGDGGVGK 26 

AGT GCC CTC ACC ATC CAG TTT TTC CAG AAG ATC TTT GTG CCT GAC TAT GAC CCC ACC ATT 240 

SALTI QFFQKIFVPDYDPTI 46 

GAA GAC TCC TAC CTG AAA CAT ACG GAG ATT GAC AAT CAA TGG GCC ATC TTG GAC GTT CTG 300 

E'DSYLKHTEIDNQWAILDVL 66 

GAC ACA GCT GGG CAG GAG GAA TTC AGC GCC ATG CGG GAG CAA TAC ATG CGC ACG GGG GAT 360 

DTAGQEEFSAMREQYMRTGD 86 

GGC TTC CTC ATC GTC TAC TCC GTC ACT GAC AAG GCC AGC TTT GAG CAC GTG GAC CGC TTC 420 

GFLIVYSVTDKASFEHVDRF 106 

CAC CAG CTT ATC CTG CGC GTC AAA GAC AGG GAG TCA TTC CCG atG atC CTC GTG GCC AAC 480 

HQLILRVKDRESFPMILVAN 126 

AAG GTC GAT TTG ATG CAC TTG AGG AAG ATC ACC AGG GAG CAA GGA AAA GAA ATG GCG ACC 540 

KVDLMHLRKITREQGKEMAT 146 

AAA CAC AAT ATT CCG TAC ATA GAA ACC AGT GCC AAG GAC CCA CCT CTC AAT GTC GAC AAA 600 

KHNIPYIETSAKDPPLNVDK 166 

GCC TTC CAT GAC CTC GTT AGA GTA ATT AGG CAA CAG ATT CCG GAA AAA AGC CAG AAG AAG 660 

AFHDLVRVIRQQIPEKSQKK 186 

AAG AAG AAA ACC AAA TGG CGG GGA GAC CGG GCC ACA GGC ACC CAC AAA CTG CAA TGT GTG 720 

KKKTKWRGDRATGTHKLQCV 206 

ATC TTG TGA GGCCTGCAGGCCTGAAGGCCTCGGGCACACTGACGGTGGCCTGGCCAGCCC7CG 791 

I L * 208 

CCTAACTGCACTGAAACCATTTCTAACCACAACCCTTGGCOCAAGGACTT^ 870 

AGGGAGCAAGACAGGCTCTCGCTTTTGCCAAGAGGAAOGGGGCrTTTTC 949 

ACCTGnAAAGCAQGAAGCAGCATCAAGTTGCCCCTTGGGCCCCCCCAT G T TG T 1028 

C CUJlU ' CiU 'i UXJUJtf ^^ 1081 
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Lovastatin Inhibition 
of M-RAS Prenylation 
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